ANTIBIOTIC RESTORATION

INNERHEALTH
RESTORE-BIOTIC

'qttobacillus rhamnosus (LGG®) 20 Billion CFU

Biidobacterium animalis ssp lactis (BB-12°) 10 Billion CFU
actobacillus acidophilus (LA-5") 1 Billion CFU

Specialised course for
antibiotics & immunity # /7
S1BILLION LIVE PROBIOTICS

20 CAPSULES / 20 DAY COURSE
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Diet: ment

RESTORE-BIOTIC

v/ Maintains good gut bacteria during antibiotics
v' Helps restore healthy gut bacteria after antibiotics
v" Supports a healthy immune response to break the cycle

of sickness
FORMULATION DETAILS:
Each capsule contains:
Lactobacillus rhamnosus (LGG®) 20 Billion CFU
Bifidobacterium animalis ssp lactis (BB-12®) 10 Billion CFU
Lactobacillus acidophilus (LA-5") 1Billion CFU

LGG®, BB-12® & LA-5™ are registered trademarks of Chr. Hansen A/S

PATIENT INSIGHT

- Over 26 million antibiotic prescriptions are filled in Australia each year,
with 50% of antibiotic users being dispensed a repeat prescription.’

«  Microbiome disruption as a result of antibiotic use can last for up to four
years and is commonly asymptomatic.?

«  Gut health is intrinsically linked to immune and whole-body health, with
an awareness of gut health increasing in the community.?

- Amajority of the population is aware of antimicrobial resistance (AMR),
and that without action, further spreading of antibiotic resistance
throughout the community may result in resistances to frontline
antibiotics.*

CLINICAL FOCUS:

- Maintaining and restoring the health of the microbiome during and after
antibiotic use.>®7

«  Those who wish to support their immune system to break the cycle of
sickness.®?

- Those who experience antibiotic associated diarrhoea (AAD) due to
pathogenic organism overgrowth.”

- Community concern for antibiotic resistant bacteria spread through the
microbiome due to dysbiosis."

KEY FORMULA FEATURES:
- LGG®is the original, authenticated strain of the world’s most researched
probiotic.”

- BB-12%, the world’s most researched bifidobacteria.®
. Ataresearched dose of 20 bhillion CFU/day, LGG® has been found to
- Increase common native commensal bacteria."
- Assistin reducing antibiotic resistant organism spread during and
following a course of antibiotic treatment.®
- Maintain healthy immune responses.®
- Formulated to take alongside antibiotics.

KEY ACTIONS:

«  LGG® enhances the colonisation of native gut bacteria to restore the
microbiome for whole body health™

«  LGG® BB-12® & LA-5" restore the species and health of the gut
microbiome after antibiotic use’™®

«  LGG® & BB-12® adhere to the gut wall in order to help repopulate the
intestine and disrupt potential pathogen colonisation™

«  LGG® interacts with immune cells in gut-associated lymphoid tissue
(GALT) to influence and modulate immune responses”

PROFESSIONAL PRESCRIBING GUIDELINES:

Dosage & Directions

Adults and children over 5 years: Take 1 capsule daily during antibiotic course
and for 14 days after to restore healthy gut bacteria balance and immunity. Take
two hours apart from antibiotic dose.

Contraindications
None of note.

Cautions - Low level
Immunosuppressants: Theoretically, Lactobacillus could cause
infection in patients taking medications that suppress the immune
system. These include cyclosporine (Neoral, Sandimmune), tacrolimus
(Prograf), azathioprine (Imuran), and cancer chemotherapeutic agents like
cyclophosphamide (Cytoxan) and cisplatin (Platinol-AQ), and others."® " Use
only under medical supervision in these patients.

Severely ill and/or immunocompromised patients: Lactobacillus
bacteraemia and sepsis have been reported in severely ill and/or
immunocompromised patients consuming probiotics such as lactobacillus,
though this is a very rare finding.”" Based on these occurrences, a
theoretical concern of bacteraemia and sepsis extends to bifidobacteria
probiotics. "% Use lactobacilli and bifidobacteria strains only under medical
supervision in hospitalised patients.

Short-bowel syndrome: Patients with short-bowel syndrome might be
predisposed to pathogenic infection from lactobacillus. This might be due to
impaired gut integrity in patients with short-bowel syndrome. Use only under
medical supervision in patients with this condition.’®"

Pregnancy:

Likely safe. While there is evidence to support the use of these ingredient

during pregnancy?-22232.25 and a review did not identify concerns for use,

Practitioner discretion is advised

Breastfeeding:

Appropriate for use.?"2223.26.27

Children:

Appropriate for use.®%28

Prescribing tips and notes:

Antibiotics: Concomitant administration of antibiotics might decrease the

effectiveness of lactobacilli and bifidobacteria. However, concomitant use of

probiotics reduces the likelihood of gastrointestinal and genitourinary side

effects and co-administration is considered beneficial. Separate administration

of antibiotics and probiotics by at least two hours."®™

No added: Artificial flavourings, colourings or preservatives.

Free from: Gluten, wheat, dairy, lactose, cereals, eggs, soy, nuts.

Suitable for vegans & vegetarians.
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HCP COUNSELLING QUESTIONS

Can | take Inner Health Restore-Biotic if | am taking antibiotics?
Yes, Inner Health Restore-Biotic can be taken alongside antibiotics. Be
sure to separate your dose of Inner Health Restore-Biotic, and your
antibiotic dose, by at least two hours.

When should | start taking Inner Health Restore-Biotic?

Commence Inner Health Restore-Biotic on the first day of antibiotic
treatment, and continue for the duration of your antibiotic course, and for
14 days following.

Can | take Inner Health Restore-Biotic if | am a vegan?
Yes, Inner Health Daily Restore-Biotic is formulated with plant-based
ingredients and is suitable for use by vegans and vegetarians.

Is antibiotic resistance something | really need be concerned about?
Antibiotic resistance is a global health concern related to the use of
antibiotics. If you take antibiotics, reducing the risk of resistance spread
by using specific probiotic strains such as LGG® is advised.

What is the best way to take Inner Health Restore-Biotic?

In order to ensure a two hour period between antibiotic doses and your
daily dose of Inner Health Restore-Biotic, take your antibiotic first and
wait two hours to take your probiotic e.g. when taking a once daily
antibiotic, take this with your evening meal, and take Inner Health
Restore-Biotic before you retire to bed.

CLINICAL FEATURES
PATIENT DOSING REGIMEN

| have previously recommended Saccharomyces boulardii (SB) for
use alongside antibiotics. What makes Inner Health Restore-Biotic
different to an SB formulation?

Inner Health probiotics use the Right Strain, at the Right Dose for the
Right Condition. Whilst SB, which is best kept in the fridge for optimal
stability, can assist the 5-15% of people affected by AAD,? and contribute
to microbiome restoration, studies indicate that the most effective dosing
regimen for SB use alongside antibiotics is several times a day.*°
However, most people taking antibiotics won’t suffer from AAD and
instead, the researched strength and combination of LGG®, BB-12® and
LA-5" found in Inner Health Restore-Biotic will restore their microbiome
and additionally support ongoing gut and immune health to help break
the cycle of sickness with the added convenience of being one capsule a
day as well as shelf stable.

For those customers who have previously experienced AAD, look to Inner
Health Advanced with a combination of SB and LGG® that is taken twice a
day and can be found in the fridge.

From first day of antibiotics take Inner Health Restore-Biotic once daily, and then also continue once daily for two weeks post antibiotic course. Take Inner Health

Restore-Biotic 2 hours apart from antibiotic dose.

ANTIBIOTIC DOSAGE RECOMMENDATIONS

Separate probiotic
from antibiotic dose
by two hours

Begin probiotic same day
as antibiotic course

The human gut microbiome

The human gut microbiome consists of 37 trillion microorganisms, comprising
of around 1000 species of bacteria. Whilst the composition of the gut
microbiome varies between individuals, within population groups there is a
general consistency within phyla and species, both beneficial and pathogenic.*'
This balance is influenced by a number of factors; diet, medication, age,
feeding in infancy, all impact upon the diversity and abundance of the
microbiome, with the goal of beneficial species impairing the overpopulation of
disease-causing pathogenic species.*?

Antibiotic impact upon the gut microbiome

Antibiotics contribute positively to a global reduction in morbidity and mortality
against otherwise untreatable bacterial infections.* However, treatment with
antibiotics is considered one of the most extreme perturbations to the human
microbiome, comparable in impact with those that only happen shortly after
birth or with inflammatory bowel conditions.* Additionally, these impacts can
have systemic health implications, particularly on the immune system, such as
recurrent illness,** decreases in vaccine efficacy,® and the development and
overgrowth of antibiotic resistant strains." Whilst for a small segment of the
population, antibiotic use causes immediate gut dysfunction, as demonstrated

Take probiotic for entire
course of antibiotic treatment

* Always take antibiotics for the
duration prescribed.

Continue probiotic for 14 days
following cessation
of antibiotic course

by the occurrence of antibiotic-associated diarrhoea (AAD), the altered quantity
and diversity of the microbiome can be impacted upon for much longer
durations - for up to 4 years in fact.?

Antibiotic treatment eliminates many commensal bacteria species from
the gut lumen and reduces antimicrobial defences

Elimination of
resistant species by
microbiota restoration

Expansion of
antibiotic-resistant
bacterial species

:§.‘- ] :l

Pre-antibiotic
diverse microbiota

Antibiotic-depleted
microbiota
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LGG®, BB-12° & LA-5™ for maintaining and restoring the health of the
microbiome during and after antibiotic use

Pharmacists are in a unique position to recommend a specific probiotic to
restore damage caused to the microbiome by antibiotics, not only to help
reduce the spread of antibiotic resistance, but also for patients’ whole-body
health. However, not any probiotic will do. Different probiotic strains confer
different benefits, at different doses, in different conditions, so it is important
to recommend a probiotic with researched strains for microbiome health
during and after antibiotic use. At a dose of 20 billion CFU/day, LGG® has

been show to maintain the health and function of numerous key phyla in

the healthy gut microbiome, including Roseburia, Prevotella, Eubacterium,
Coprococcus Ruminococcus and Blautia genera (Figure 1)°. The mechanisms
for this manipulation include the improvement of motility to allow Gl mucosal
penetration, and an increase in butyrate production by commensal bacteria,
leading to an increase in fuel availability for these beneficial species.” LGG®
and BB-12® also adhere to the gut wall during their transient gut population,
enhancing their ability to support microbiome health.®** These may also be
the mechanisms behind LGG®’s ability to lower incidences of AAD and actively
contribute to the restoration of a healthy microbiome.® Additionally, when used
in combination with LGG®, probiotic strains BB-12® and LA-5" have been found
to maintain microbiome health whilst taking antibiotics as demonstrated by the
79% reduction in AAD in those consuming these strains (p=0.03)."

Genera directly enhanced by 20 billion LGG® after 28 days.®

Human top 20 core genera.
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Figure 1 : Restoration of native commensal bacteria

LGG® can suppress antibiotic resistant pathogens

The most concerning aspect of antibiotic use is antibiotic resistance.” Rates of
antibiotic resistance are increasing due to factors such as excessive use of
some medications and the inappropriate prescribing of some antibiotics.!

LGG® has been shown in 2 hospital-run clinical trials to reduce the development
of vancomycin resistant enterococci (VRE) in children® and adults.* In the adult
trial, all patients in the LGG® treatment group were found to be VRE negative on
study completion. Due to this success, control subjects who then crossed over
into the treatment group were also all declared VRE negative after 4 weeks

of LGG® treatment. Proposed mechanisms include competitively targeting
colonisation sites of pathogenic bacteria, competing for fuel use, as well as
through their direct antimicrobial and pH modification activities.*

LGG® and BB-12° Support Immune System Health in Adults and Children

Over 70% of the immune system resides in the gut. LGG® and BB-12® have been
studied both alone and in combination with each other for their benefits to

the immune system in both adult and child subjects.*' Both probiotic strains
have direct influence on immune cells in the GALT, reducing activation of
various cytokines that would otherwise lead to inflammation. In one example
of this, healthy college students, who are particularly susceptible to immune
challenges due to their stress levels, received a supplement of LGG® and
BB-12® or placebo. Those in the probiotic group had significantly shorter
duration and severity of upper respiratory infection (URI) symptoms than their
peers who received placebo (p=0.001), as well as significantly fewer missed
school days (p=0.002).° LGG® showed similar results in decreasing risk of
URLin children in a review encompassing over 1800 subjects.* LGG®* and
BB-12®% also support gut barrier integrity, modulating immune responses to
lower inflammation at the level of the individual enterocyte. This is important
as bacterial translocation due to intestinal permeability can have systemic
immune ramifications.*® Additionally, LGG® has been found to increase mucosal
IgA levels.*
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